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from a case of microcytic anaemia with, achlorhydria  is  effective in bringing
about the reticulocyte response in a patient with pernicious anaemia.
Observations on the distribution of the extrinsic factor present in beef muscle
have been published by Strauss and Castle. They found that it is absent
in glutein, casein, nucleic acid, etc., but it is abundant in autolysed yeast
(Mannite), in which its concentration is about twenty times that in muscle.
At present, the real nature of the extrinsic factor is not known, but its possible
relation to the recently isolated vitamin B12 is discussed below.
The results of Castle and his co-workers thus show that the defect
in pernicious anaemia is clearly the absence from the gastric juice of
the intrinsic factor which is necessary for the formation of the haematinic
principle contained in liver. In true pernicious anaemia there is, of
course, no defect in the absorption of the latter when formed, as is
shown by the results of oral treatment by liver. Theoretically a
similar state of deficiency might result from absence of the extrinsic
factor from the diet, or from failure of absorption of the hsemopoietic
factor from the alimentary canal, or from failure to store it in the liver
or to utilise it after storage. There is evidence that all these possi-
bilities are realised and the conditions in which they occur are con-
sidered later. These theoretical possibilities harmonise well with what
is known as to the frequent association of megalocytic anaemia with
various gastric and intestinal lesions, as described below. Thus
there would be an increased likelihood of pernicious anaemia developing
in connection with gastric lesions, but the disease would not appear
unless absence of the essential intrinsic factor had resulted. The term
pernicious ansemia is, however, no longer used in a comprehensive way
to include all those types of megalocytic anaemia but is restricted by
custom to that variety due to absence of the intrinsic factor.
Davidson and Gulland have laid stress on constitutional or heredit-
ary factors as playing an important part in the development of
pernicious anaemia, and there are many facts in support of this view.
The disease has been found to affect more than one member of a family
(blood relations) in a large number of instances, and, farther, the
incidence of achlorhydria has been found to be higher in such families
than in the general population. It is a point of interest, too, that
pernicious anaemia has been observed in identical twins. No doubt
there are all degrees of deficiency of intrinsic factor, and the deficiency
may possibly be accentuated by external circumstances, pernicious
anaemia thus resulting.
The administration of the active principle of liver in any effective
form either as whole liver, crude extracts, or highly purified extracts
leads to a remarkable change in a case of pernicious anaemia in relapse.
Within a few days there is great subjective improvement in a feeling
of well-being, the number of reticuloeytes in the blood rises from a
previous 2-3 per cent, to 25 per cent, or higher, the maximum number
appearing usually in 6-10 days, depending on the nature of the prepara-
tion and the route of administration. The lower the initial red cell
count the higher the percentage and absolute number of rsticulocytes